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DETAILED ACTION 

Acknowledgment is made for the information disclosure statement filed on 07/18/2006. 
Receipt is also acknowledged for the oath and declaration filed on 05/19/2004. 

Claims 1-18 are pending. 

Claims 1-18 are rejected. 

No claims are allowed. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-14 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter, 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is the written description rejection. 

Independent claim 1 recites an "aryl-heterocyclic compound". However, There is 
no description or support or examples in the specification anywhere what is aryl- 
heterocyclic compound or what it includes. The specification only exemplifies 
ziprasidone, which has the structural formula (page 3, lines 1-10). However, this 
structure does not found.... in the claims. Claims 2-14 are rejected under this statute for 
depending from each other and in turn depending from claim 1 without clarifying this 



Application/Control Number: 10/690,078 Page 3 

Art Unit: 1615 

issue, thereby Incorporating the written description rejection. One of an ordinary skill in 
the art would have not readily recognize or concluded that applicants are in possession 
of the composition claimed. Therefore, the claimed composition fails to meet the 
requirement for an adequate written description of the claimed invention. 

Claim Rejections - 35 USC §112 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-18 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for formulation comprises viscosity agents clamed in 
claim 1 . The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make the invention 
commensurate in scope with these claims. 

As stated in the MPEP 2164.01 (a), "There are many factors to be 
considered when determining whether there is sufficient evidence to support a 
determination that a disclosure does not satisfy the enablement requirement and 
Whether any necessary experimentation is "undue." 

In In re Wands, 8 USPQ2d 1400 (1988), factors to be considered in 
detemnining whether a disclosure meets the enablement requirement of 35 
U.S.C. 1 12, first paragraph, have need described. They are: 
1 . the nature of the invention, 
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2. the state of the prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present. 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 
In the instant case 

The nature of the invention 

The nature of the invention is a viscosity agents comprises a cellulose derivatives such 
as methyl cellulose, sodium carboxymethyl cellulose, hydroxypropyl methyl cellulose, 
polyethylene glycols polyethylene ethers, viscosified water, pharmaceutically acceptable 
oils and oil based agents and the like added to the depot formulation to provide 
necessary viscosity. 

The state of the prior art and the predictability or lack thereof in the art 

The state of the prior art is that the pharmacological art involves to determine 
which viscosity agents exhibit the desired viscosity for the desired products. There is no 
absolute predictability even in view of the seemingly high level of skill in the art. The 
existence of these obstacles establishes that the contemporary knowledge in the art 
would prevent one of ordinary skill In the art from accepting such broad term viscosity 
agents claimed in the invention. There are various types of viscosity agents known in 
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the prior art, which have different uses, function, properties, mechanisms and the like 
that may be incompatible with applicants depot formulation hetero-cyclic of compounds 
In the instant case, the instant claimed invention is highly unpredictable since one 
skilled in the art would recognize claimed invention of such broad viscosity agents have 
the scope broader than the scope of the enablement. 

The amount of direction or guidance present and the presence or 
absence of working examples 

The only direction or guidance present for the viscosity agents in the instant 
specifications found on page 5, lines 34-37 and page 6, lines 1-10) which provide a 
listing of viscosity agents such as methyl cellulose, sodium carboxymethyl cellulose, 
hydroxypropyl methyl cellulose, polyethylene glycols polyethylene ethers, viscosified 
water, pharmaceutically acceptable oils and oil based agents and the like. However, 
there is no such examples in the specification that demonstrates each type of viscosity 
agents and their use. The only example, set forth is example 1 (page 8, lines 20-37 
through page 9. However, this is not sufficient to demonstrate this broad term 
viscosity agents. Furthermore, there is no depot formulation actually prepared in the 
instant specification which contains the listed type of viscosity agents. 

The breadth of the claims 

The breadth of the claims is the viscosity agents used in the preparation of 
injectable depot formulation claimed in claim 1 . 

The quantity of experimentation needed and the level of the skill in the 
art 
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While the level of the skill in the phamnaceutical art is high, the quantity of 
experimentation needed is undue experimentation. One of skill in the art would need to 
determine what viscosity agents could be administered with applicants* instant claim 1 
which would produce the necessary viscosity to have the formulation to assure the 
proper efficacy for treatment in psychotic disorder. There is little direction found in the 
specification as to what type of viscosity agents are considered to have the proper 
characterstics for the formulation except those given page 5, lines 34-37 and page 6, 
lines 1-10. While he level of skill in the art is high, due to the unpredictability in the 
phamiaceutical art, it is noted that each embodiment of the invention is required to be 
individually assessed to determine which viscosity agents exhibit the depot formulation 
desired pharmacological activity. Thus, the specification fails to provide sufficient 
support for the viscosity agents used. Therefore, in view of the Wands factors and In re 
Fisher (CCPA 1970) discussed above, to practice the claimed invention herein, a 
person of skill in the art would have to engage in undue experimentation to test which 
type of viscosity agents could be used in the injectable depot formulation with hetero- 
cyclic compound, with no assurance of success. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent In the United 
states. 
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1 . Claims 1 , 2, 6, and 8 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Tsai et al. (U.S. Patent No. 6,228875). 
Tsai et al disclose an injectable depot formulation of phamriaceutical composition 
comprising of typical antipsychotics include ziprasidone which is belong to aryl- 
heterocyclic group and a method for treating neuropsychiatric disorders include 
Schizophrenia, Alzheimer's Disease, depression and the like by administering effective 
amount of ziprasidone (abstract, column 1, lines 64-68, column 2. lines 58-67, column 
3, lines 35, column 5, lines 65-67 and column 6, lines 1-5). Tsai et al also disclose 
pharmaceutical composition of viscosity agent include methyl cellulose, ethyl cellulose, 
sodium carboxymethyl cellulose, polyvinylpyrrolidone, hydroxypropylmethyl cellulose, 
gelatin, starch, micro-crystalline cellulose, and the like (column 7, lines 37-53). Tsai et al 
also disclose injectable compositions that may contain various carriers include polyols 
such as glycerol, polyethylene glycol, polypropylene, and the like (column 7, lines 361- 
65). Therefore, claims 1 , 2, 6 and 8 are anticipated by Tsai et al. 

2. Claims 1-5, 9-10, 12 and 15 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Johnson et al. (WO 97/41896). 

Johnson et al discloses a formulation comprising of an aryl-hetero(^clic 
compound such as ziprasdone and a cyclodextrin inclusion of complex, an aqueous 
solution and organic solvent and pharmaceutically acceptable salt of an aryl- 
heterocyclic compound (abstract and column 4, lines 10-20). The amount of 
recommended range for ziprasidone is 5-300 mgA/ml (page 9, lines 10-15) and a 
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cyclodextrin in a wide range of concentration from 5 % to 100 % w/v (column 9, lines 30 
and column 7, linesi). Useful cyclodextrin include alpha, beta, and gamma 
cyclodextrins, methylated cyclodextrins, hydroxypropyl-beta-cyclodextrin (HPBCD), 
beta-cyclodextrin sulflbutylether (SBECD) (page 6, lines 30-32 and page 7, lines 8-10). 
Johnson et al also disclose ziprasidone salts include mesylate salt of ziprasidone, 
complexed with SBECD and HPBCD (page 7, lines 15-30). Crystalline inhibitors, polar 
Solvents used in the composition include tetrahydrofuran, water, lower alcohol (page 
10, lines 10-18. Therefore, claims 1-5, 9-10, 12 and 15 are anticipated by Johnson et 
al. 

3. Claim 1 is rejected under 35 U.S.C. 102(b) as being anticipated by Lowe, III et al 
(U.S. Patent No. 4,831,031). 

Lowe, III et al discloses formulation comprises of arylpiperazinyl-ethyl(or butyl )- 
heterocyclic compounds (column 1, Iines25- 50). Specific preferred compounds listed 
see (column 2, lines 1-11). When Lowe teaches a viscosity agent ethanol (see example 
1, line 49, ) then the claim is fully anticipated. It is noted that there is no specific 
viscosity agent name. Therefore, claim 1 clearly anticipated by Lowe III et al. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 



(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
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invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 

USPQ 459 (1966), that are applied for establishing a bacl<ground for determining 

obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

1 . Claims 1-3, 6-7 and 1 1 are rejected under 35 U.S.C. 103(a) as being 

unpatentable over Tsai et al. (U.S. Patent No. 6,228875) in view of Johnson et al. (WO 

97/41896. 

Tsai et al has been as applied above. 

Tsai et al does not teach cyclodextrin. However, the secondary reference, 
Johnson et al teach this limitation. 

Johnson et. teaches similar method and formulation of phannaceutically 
acceptable salt of an aryl-heterocyclic compound such as ziprasdone and a 
cyclodextrin. 

Johnson et al teaches a formulation comprising of pharmaceutically acceptable 
salt of an aryl-heterocyclic compound such as ziprasdone and a cyclodextrin (abstract 
and column 4, lines 10-20). The amount of ziprasidone is at least 2.5 mgA/ml at a 
cyclodextrin concentration of 40 % w/v in water, preferably, a recommended range for 
ziprasidone Is 5-300 mgA/ml (page 5, lines 15-25 and page 9, lines 10-15) and a 
cyclodextrin in a wide range of concentration from 5 % to 100 % w/v (column 9, lines 30 
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and column 7, linesl). Useful cyclodextrin include alpha, beta, and gamma 
cyclodextrins, methylated cyclodextrins, hydroxypropyl-beta-cyclodextrin (HPBCD), 
beta-cyclodextrin sulflbutylether (SBECD) (page 6, lines 30-32 and page 7, lines 8-10). 
Johnson et al also disclose ziprasidone salts include mesylate salt of ziprasidone, 
complexed with SBECD and HPBCD (page 7, lines 15-30). Crystalline inhibitors, polar 
Solvents used in the formulation include tetrahydrofuran, water, lower alcohol (page 10, 
lines 10-18). 

Therefore, it would have been obvious to a person of ordinary skill in the art at 
the time the invention was made to add the composition of Johnson et al to the 
composition of Tsai et al. since Johnson et al teaches similar composition for the same 
utility. The motivation to do so comes from secondary reference, Johnson et al who 
teaches complexing agent such as cyclodextrins and organic solvents that may used to 
increase the solubility, dissolution rate and stability of the formulation which leads to 
increase therapeutic efficacy of the drug. Therefore, one of ordinary skill in the art 
would have been motivated to make a pharmaceutical formulation comprising of an aryl- 
heterocyclic compound such as ziprasdone, viscosity agent and a cyclodextrin in similar 
condition by following the step of Tsai et al. and Johnson et al with reasonable 
expectation of success for treating a psychotic disorders. 

2. Claims 15 and 16 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Johnson et al. (WO 97/41896) in view of Arenson et al (WO 0072847). 
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Johnson et al teaches a formulation comprising of pharmaceutically acceptable 
salt of an aryl-heterocyclic compound such as ziprasdone and a cyclodextrin (abstract 
and column 4, lines 10-20). The amount of ziprasidone is at least 2.5 mgA/ml at a 
cyclodextrin concentration of 40 % w/v in water, preferably, a recommended range for 
ziprasidone is 5-300 mgA/ml (page 5, lines 15-25 and page 9, lines 10-15) and a 
cyclodextrin in a wide range of concentration from 5 % to 100 % w/v (column 9, lines 30 
and column 7, linesi). Useful cyclodextrin include alpha, beta, and gamma 
cyclodextrins, methylated cyclodextrins, hydroxypropyl-beta-cyclodextrin (HPBCD), 
beta-cyclodextrin sulflbutylether (SBECD) (page 6, lines 30-32 and page 7, lines 8-10). 
Johnson et al also disclose ziprasidone salts include mesylate salt of ziprasidone, 
complexed with SBECD and HPBCD (page 7, lines 15-30). Crystalline inhibitors, polar 
Solvents used in the formulation include tetrahydrofuran, water, lower alcohol (page 10, 
lines 10-18). 

Johnson et al does not teach the viscosity agent, sodium carboxymethyl 
cellulose. However, the secondary reference, Arenson et al teach this limitation. 

Arenson et al. teaches similar method and formulation of pharmaceutically 
acceptable salt of an aryl-heterocyclic compound such as ziprasdone and a viscosity 
agent. 

Arenson et al teaches pharmaceutical formulation comprising of ziprasidone and 
pharmaceutically acceptable salts and viscosity agent (page 3, lines 15-16). The 
viscosity agent include cellulose derivatives such as sodium carboxymethylcellulose, 
and the like (page 6, lines 5-14). 
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Therefore, it would have been obvious to a person of ordinary skill in the art at 
the time the invention was made to add the composition of Arenson et al to the 
composition of Johnson et al since Arenson et al teach similar composition for the same 
utility. The motivation to do so comes from secondary reference, Arenson et al who 
teaches suspension ziprasidone and viscosity agent sodium carboxymethylcellulose 
which has advantageous than dissolved ziprasidone and more chemically stable and 
thereby improving chemical stability and as well as taste. Therefore, one of ordinary skill 
in the art would have been motivated to make a pharmaceutical formulation comprising 
of an aryl-heterocyclic compound such as ziprasdone, viscosity agent and a 
cyclodextrin in similar condition by following the step of Johnson et al and Arenson et al 
with reasonable expectation of success for treating a psychotic disorders. 

3. Claims 17 and 18 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Tsai et al. (U.S. Patent No. 6,228875) in view of Johnson et al. (WO 97/41896) and 
Arenson et al (WO 0072847). 

Tsai et al has been as applied above. 

Tsai et al teaches dosage form and duration such as 1-1000 mg/day and 1-1000 
mg/month and 30 mg/kg/day once a day by month for a period of 6 weeks (column 8, 
lines 65-67 and column 9, lines 1). Tsai et al. does not teach the duration form as 
instant claims. However, it would have been obvious to a person of ordinary skill in the 
art at the time invention was made to vary the duration of ziprasidone to optimize the 
effects desired. One of ordinary skill in the art at the time the invention was made would 
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have immediately envisioned that the specificity of the duration of the form was not 
critical to the composition and would have found obvious at the time the invention was 
made to vary the duration of the dosage form depending upon the seriousness of the 
patient or progresses of the condition of the patient. 

Tsai et al does not teach the useful cyclodextrin include HPBCD and SBECD, 
its amount, sodium carboxymethyl cellulose and its amount as instant claims. However, 
the secondary references teach this limitation. 

Johnson et al. teaches similar method and formulation of an aryl-heterocyclic 
compound HPBCD and SBECD. 

Johnson et al teaches a composition comprising of pharmaceutically acceptable 
salt of an aryl-heterocyclic compound such as ziprasdone and a cyclodextrin (abstract 
and column 4, lines 10-20). The amount of ziprasidone is at least 2.5 mgA/ml at a 
cyclodextrin concentration of 40 % w/v in water, preferably, a recommended range for 
ziprasidone is 5-300 mgA/ml (page 5, lines 15-25 and page 9, lines 10-15) and a useful 
cyclodextrin include methylated cyclodextrins, hydroxypropyl-beta-cyclodextrin 
(HPBCD), beta-cyclodextrin sulflbutylether cyclodextrin in a wide range of concentration 
from 5 % to 100 % w/v (page 6, lines 30-32 and page 7, lines 8-10, page 9, lines 30 
and page 7, linesi). Crystalline inhibitors, polar Solvents used in the formulation include 
tetrahydrofuran, water, lower alcohol (page 10, lines 10-18). 

Arenson et al. teaches similar method and fomnulation of pharmaceutically 
acceptable salt of an aryl-heterocyclic compound such as ziprasdone and a viscosity 
agent. 
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Arenson et al disclose pharmaceutical composition comprising of ziprasidone 
and phamnaceutically acceptable salts and viscosity agent (page 3, lines 15-16). The 
viscosity agent include cellulose derivatives including sodium carboxymethylcellulose, 
and the like used in an amount of from about 0.01 % to about 10 % weight (page 6, 
lines 5-14). 

Therefore, it would have been obvious to a person of ordinary skill in the art at 
the time the invention was made to add the composition of Johnson et al and Arenson 
et al to the composition of Tsai et al. since Johnson et al and Arenson et al teach similar 
composition for the same utility. The motivation to do so comes from secondary 
reference, Johnson et al who teaches complexing agent such as cyclodextrins and 
organic solvents that may used to increase the solubility, dissolution rate and stability of 
the formulation which leads to increase therapeutic efficacy of the drug and Arenson et 
al who teaches suspension ziprasidone and viscosity agent sodium 
carboxymethylcellulose which has advantageous than dissolved ziprasidone and more 
chemically stable and thereby improving chemical stability and as well as taste.. 
Therefore, one of ordinary skill in the art would have been motivated to make a 
pharmaceutical formulation comprising of an aryl-heterocyclic compound such as 
ziprasdone, viscosity agent and a cyclodextrin in similar condition by following the step 
of Tsai et al., Johnson et al and Arenson et al with reasonable expectation of success 
for treating a psychotic disorders. 

4. Claims 1, 2, 3, 13 and 14 are rejected under 35 U.S.C. 103(a) as being 
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unpatentable over Johnson et al. (WO 97/41896) in view of chemical abstracts 
138:309 126 (CHEM abs 126) and Faour et al (US 2002/0132005). 
Johnson et al. has been as applied above. 

Johnson et. teaches method and formulation of an aryl-heterocyclic compound 
such as ziprasdone and a cyclodextrin. 

Johnson et al. does not teach viscosity and number of cps. However, the 
secondary references, teach this limitation. 

Chemical Abs 126 teaches formulation of controlled release drugs comprising an 
aryl-heterocyclic compound and an addition of sodium carboxycellulose polymer 
(NaCMC) that allows this aryl-heterocyclic drug to be dosed in a time release form 
without the possible large-dose risk factors. The preparation of the formulation shows 
different combination of Na CMC and the aryl-heterocyclic drug that gave different time 
release data. The abstract does not encompass various concentrations which translate 
to various viscosities (i.e. cps) and do not specifically give the viscosity numbers. 
However, Faour et al teaches in a similar process using an aryl-heterocyclic and 
viscosity agent include hydroxypropyl methylcellulose, hydroxyethylcellulose, 
carboxymethylcellulose having viscosity from 3 to 100,000 cps (page 5, paragraph 
0050). Faour et al also teaches formulation comprising anti-psychotic agent (page 2 
through page 3, paragraph 0030) and typical example of antipsychotics include 
ziprasidone (page 10, paragraph 0106). Therefore, one of ordinary skill in the art looking 
to avoid a large-dose risk factors in dispensing aryl-heterocyclic drugs would motivated 
to use a water soluble polymer such as Na CMC in a drug formulation as taught by 
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Chem abs 126 with an expectation of having a viscosity agent (NaCMC) which would 
give slow release of the active aryl-heterocyclic to sustain a level drug dosage and to 
avoid over dosing with a large dose. 
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